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I. Basis of the report 



With regard to the elements of the international application:* 

|^| the international application as originally filed 
| | the description: 



5. 



□ 



pages 

pages 

pages 

the claims: 

pages 

pages 

pages 

pages 



, as originally filed 
, filed with the demand 



filed with the letter of 



, as originally filed 



, as amended (together with any statment) under Article 19 
__ , filed with the demand 



filed with the letter of 



I 1 the drawings: 

pages 

pages 

pages 



, as originally filed 
, filed with the demand 



, filed with the letter of 



the sequence listing part of the description: 

pages 

pages 

pages 



_ , as originally filed 
filed with the demand 



t filed with the letter of 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the language in which 
the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authorirv in the following language which is 

the language of a translation furnished for the purposes of international search (under Rule 23.1(b)). 
I | . the language of publication of the international application(under Rule 48.3(b)). 

| I the language of the translation furnished for the purposes of international preliminary examination(under Rules 55.2 and/ 
1 — 1 or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international 
preliminary examination was carried out on the basis of the sequence listing: 

contained inthe international application in written form. 

filed together with the international application in computer readable form. 

furnished subsequently to this Authority in written form. 

furnished subsequently to this Authority in computer readable form 

The statement that the subsequently furnished written sequence listing does not go beyond the disc losure in the 
international applicationas as filed has been furinshed. 

The statement that the information recorded in computer readable form is identical to the written sequence listing has 



□ 
□ 
□ 
□ 
□ 

□ 

* □ 



been furnished. 

The amendments have resulted in the cancellation of: 
the description, pages 

the claims, Nos. 



□ 
□ 



the drawings, sheets 



□ 



This report has been established as if (some of) the amendments had not been made, since they have been considered to 
go beyond the disclosure as filed, as indicated in the Supplemental Box(Rule 70.2(c)).** 



* Replacement sheets which have been furnished to the receiving Office in response to an invitation under Article 14 are referred to 
in this opinion as "originally filed." and are not annexed to this report since they do not contain amendments (Rules 70.16 
and 70.17). 

** Any replacement sheet containing such amendments must be referred to under item I and annexed to this report. 
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V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 



Statement 








Novelty (N) 


Claims 


1-11 


YES 


Claims 


None 


NO 


Inventive step (IS) 


Claims 


5, 7-9 


YES 




Claims 


1-4, 6, 10, 11 


NO 


Industrial applicability (IA) 


Claims 


Ml 


YES 


Claims 


None 


NO 



2. Citations and explanations (Rule 70.7) 
Reference is made to the following document: 
01: WO 02/57288 A1 (25 Jul. 2002) 

The present Invention relates to (+)-trans isomers of 1 -(phosphonomethoxy-2-a!kylcyclopropyl)methyl 
nucleoside derivatives, a process for the preparation of stereoisomers thereof, and the use of antiviral 
agents thereof. 

01 v/hich is considered to represent the most relevant state of the art. disclose acyclic nucleoside 
phosphonate derivatives, and a process for the preparation of the same. 

1 . Novelty 

Although both the compounds of the present invention and 01 have the same structure, the compounds of 
claims 1 to 4, 6. 10 and 1 1 are novel in that they are (+)-trans isomers(enatiomer), whereas the compounds 
of 01 are racemates which contain all possible stereoisomers((+) or (-)-trans enatiomer. diastereomer). 
Since the compositions of claims 10 and 11 are characterized by the novel compounds of claims 1 to 4, 
they are also novel. Moreover, a process for preparing the claimed compounds of claims 5 and 7 to 9 is also 
novel. 

Consequently, the subject matter of the present claims 1 to 1 1 is considered to be novel under PCT Article 
33(2). 

2. Inventive Step 

(+)-Trans isomers of 1 -(phosphonomethoxy-2-alkylcyclopropyl)methyl nucleoside derivatives of claims 1 to 
4 and the intermediates of claim 6 are structurally very close to the compounds of 01 in that they are just 
(+)-trans isorners(enatiomer) of the compounds of 01 which are racemates which contain all possible 
srereoisomers. 

Furthermore, it is not considered that the compounds of claims 1 to 4 show more potent antiviral activity 
than the compounds of D1 (see the Table below). 

(Continued on supplemental box) 
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Supplemental Box 

(To be used when the space in any of the preceding boxes is not sufficient) 



Continuation of: 



BOX V 

[Table] 





Compd. 
No. 


Substituents 


ec 50 (mm) 

in HBV 


CCsoCpM) 
in HepG2.2.25 


x 1 


x 2 




R 2 


R 3 


Present 
invention 


1 


OH 


NH 2 


CH 3 


H 


H 


0.03 


>1000 


2 


H 


NH 2 


CH ; 


H 


H 


1.0 


>1000 


D1 


97 


OH 


NH 2 


CH 3 


H 


H 


>0.05 


'>1000 


98 


H 


NH 2 


CH 3 


H 


H 


>1.0 


>1000 



Since the compositions of claims 10 to 11 are characterized by the non-inventive compounds of claims 1 to 
4. the compositions of these claims also lack inventive step. 



Consequently, the subject matter of the present claims 1 to 4, 6. 10 and 11 lacks an inventive step under 
PCT Article 33(3). 

3. industrial Applicability 

There is no reason for denying industrial applicability of this invention. Consequently, claims 1 to 1 1 appear 
to meet the requirement of PCT Article 33(4). 
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